H $L M # rfi 1 ff 

JAPAN PATENT OFFICE 



20/540723 

LPCT/JP03/ 16841 



25.12.03 



summits mm i~ mm z ttr ^*]i(iTia<7)mM#m^HBfc$ tt-c 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m ^ n a 

Date of Application: 

as i f f 

Application Number: 
[ST. 10/C] : 



2002^12|26H 

#^ 2002-378733 
[JP2002-378733] 




ffi H A 
Applicant(s): 



-i 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
; COMPLIANCE WITH 

RULE 17.1(a) OR (b) 



i v> x '\ ' 



Commissioner, 
Japan Patent Office 



2004^ 5J3 2 1 B 





Best Available Copy 



miE#* aj«E» 2004-3006387 



#12 0 0 2-3 7 8 7 3 3 ^-v: 1/ 

[SEffifHH NSOl 

[JtffiB] ¥^14^12^260 

[Jbrfls] ^itft-e JS 

[SREWflIM C07H 

[ftJffXttSifr] *»3HU»ff +*K* 9*®16T@l-l-302 
[ft*] #*— 
[5HK#] 

Ltt^fXttSMl rfcftfcttttlfr 6#B20T§2-1-501 
[JS:*] $r# if- 

mmmtmm] imm.*Lim*$Mib 5^191112-601 
[ft*] #jh 
ram 

[ttBf X l*»»f 1 RWMR^lliPi 1 6 3 4-2 ^rU^fPISO 
9 

[ft*] PUJ 
[4«frffi*A] 

[WSOfH^] 598107703 

[ft*3Ui*>&] ®*t **-6B 
[fttffiA] 

[H$U#-^] 100078282 

[#Sdt] 

[ft*3U±*5&] Ul* 
[SlteLfcftSA] 

[«»U#-^] 100062409 
[#S±] 

[ft*Xl**&] *»» 

ffi8E# 2004-3006387 



#12 0 0 2-3 7 8 7 3 3 ^-v : 2/E 



[«glJ#-^l 100113413 

l^MttmS^li 001878 
KMftftM 21, 000R 

imflr%>] wan* 1 
mm i 

1 



miiE# 2004-3006387 



#^2 0 0 2-3 7 8 7 3 3 ^-^ : 1/ 

lift** 3 ] &&<Offlk £ PfifcV V^^JBJL±-C#*W KffiSflUB U#& , 

i»*^5] mzMMtMmmmtvfflKrtmvmmi, maldi-t 

OF K£V>T Is-if-MM Ltzt %<D&m*mm3-*)l' <H5eV 
X$>Z>, »3^1KfB*W>J»«o 

m-RM 8 1 • icmteKm&-%Mx& %> > it 3tg 1 Ksatto^ j? e 
m?m 1 1 1 ?mfot Lxmmnnx&z, %mm i kib*o«jKo 

7% 1 2 Kffif^^SCo 



ffiiE#2 004-3006387 



^2 0 0 2 -3 7 8 7 3 3 • ^ ^-v : 2/ 

m>m 1 4 ] *»*u mmmms xvztih *>m&m* h 

o 

F77>i^^^i *}S^$*L^^«:^tr, KIB*<& 

2 o K%mv>mmmmm<> 

2 3] nwa^dWtt, mim2 o USB* 

[W^® 2 4 ] i!frfB3d##f^ i K L^miJJS-e* * . 2 0 kib* 

-c=c-c=c- 

»#£2 2 tcSB*^lt«l4lftfi#o 



ffiSE# 2004-3006387 



^2 0 0 2 -3 7 8 7 3 3 ^ '. 3/ 

a) r^m KS^^^-eKSt^^tt^^^-t-^x® ; is xu* 

lit*j|3 2] miax^a) , b) ^jiitc) {*> ra-o$*rt-eff*>*L 
3 1 icis«o^o 

&S£*3-£&X5g£'£.'£"t^ Sf^3 lK8B«<W&o 



miiE# 2004-3006387 



#02 0 0 2-3 7 8 7 3 3 ^- v : 4/ 

WI3 71 Sfcfc, 
UBU 

ff*^3 1 ^IBJRO^feo 
[111*3(3 8] tM**oim*fc*i^^WR*$Mi> aWt^tttt* 

a ) tra* xu ; 

ft*., 
itto 

A) 

a) m^mx^>; 

b) m#^w#u#&^H£^i-*#2i; 

c ) mm t nm® n*nftffl \m * Mt* * tf^aw* ; 

b ) mmim& h > R*tfjt&&tt mm t <^t^« o m-r ; & & 



maE# 2004-3006387 



#12 0 0 2-3 7 8 7 3 3 I 5/ 

[»M4 3] $«bK, 
*mx.Z>, »^4 Olcfa^cOvX-rAo 

b ) mm t mm® wEttm wt t t iwz&m s *xmm. 

c) &mmM&&fe*&&K&fe-t &jm, 

[ffi^4 5] sw^o^SfettSMi^WR***?^"*^^* 0 ^ 

[»^CB4 7] Btr|5X@a) ~c) 14. mfB»jft»iES#«rS^U^^y 
M*3U 8] ttflB!M*HB£4M** tBf ^±"PTWttKBl*#i 



tlilE# 2004-3006387 



#12 0 0 2-3 7 8 7 3 3 l-i? : 6/ 

5 Ktmn^feo 

Iff 5 0] <Mlt*tr^4fett*tffc^»$*L4tt3W.O««V"/y * 

o 

a) J 



ffilE# 2004-3006387 



#02 0 0 2 -3 7 8 7 3 3 ^-v *. 7/ 

wraths 8] miB@#isiw$3^T, flrKf^<^s<3^R*^-***"& 

b) *t«*rfl5&t*¥K. 

[^6 1] tWHB««fc4**»t:*Sf^fflt#*«K»4, 7W^fW:f 

1*3^6 3fcfB*W>:£fe, 

tfiaE# 2004-3006387 



^2 0 0 2-3 7 8 7 3 3 ^ ^-v : 8/ 

b ) > 'J > v x > v - OfcffrT KI»B«lMaMW3 * crow***-*- 

c) HfI^Pi^t^>#^> 

b ) mm i: ##n$ ^ffisftffl l#* % ft t fc **sf^ffl * * rmm 
[it^6 8] mm.ru j ^st^/;*«^ot, 

c ) rnmoz y v> v * > ~> - ?>^#t K«is«Mit«as# t mt$# t <»Wc&m 



ttiSE# 2004-3006387 



#M 2 0 0 2 -3 7 8 7 3 3 ^- v : 9/ 

[w*3i7 3] ^<^, mmttzimm^mmmmLx^mm^m^ 

b) i&i«asb; 

[it ^7 5] mmz^tsfflfr*. mmtimtoKiajmm Lnzwnx- 

m^s 7 7 ] w*^ 7 5 Kiamo*«Ma«« **tf- B*« 



ffifiE# 2004-3006387 




2002-378733 _ *. 10/ 



m^M 7 8 ] m^m. 7 5 KmwLvffimm.&yoZ'Str, 

7 9 ] 7 5 tc«a««>*«aj»» * ^rtr, ft*£p a B o 

8 0 ] »3fcg 7 5 fcfBf^lllR&Jft&fc^t^ K^f-^o 

8 1 ] nam 7 5 \zvsM.<ommms^tf. mm 0 

[■1*31 8 2 ] 7 5 H|B«0«HWUfi«l **tr, Ty«fe^^« 



[0 0 0 1] 

o 

[0 0 0 2] 

ii#-e^^fi^>j3y K^-en^o7t^^i:^#tf»*e*^o fill 

[0 0 0 3] 



tBBE# 2004-3006387 



^12002-378733 ^ ^-v : 

t tz it z *l & t % < ^ mm t v ? * > & & ^ %¥t<n%.fc* 

[0 0 0 4] 

■%&x*iz%wx*. m&fr (f7^vtizte*>'*?m&¥) o3'^u-^ 

[0 0 0 5] 



ffliE# 2004-3006387 



^12 0 0 2-3 7 8 7 3 3 ^ ^-v : 12/ 

^ * h ;v Srffl n £fMflt£ * ftfc-c £ £ 4» £ fix & o 
[0 0 0 6] 

MI^n^h^7 7'f- (HPLC) <a3^£*J&ffiL/i#&ri , *&o 2 « 
SO*- KOH P L C *ft*-ft-*>*/ir #DCH PLC (^#fp:fclfc 1 *#JB0 

[0 0 0 7] 

Lfr^tetfb. HPLCO^£*^ffiLfc5Hf:friSfW:, (1) -ii:-^ 
»MffL*-C&1V ^0^«rl^^^«fi'^-^«^^^ v ^ (2) HPLC 
O^Wtesm^-Cfiatl^W^tL, TFIEfllfcfc* ■flTI6tt***v^ ( 3 ) H P L 

^^^a^f^f^^ (4) l/^f>@»7A»^{:, V^-f-VOft 

#W & o M«lftC * *S x. T v> & o 

[0 0 0 8] 



tUBEf* 2004-3006387 



^2 0 0 2 -3 7 8 7 3 3 ^ ^-v> : 13/ 

[0 0 0 9] 
[0 0 10] 
[0 0 11] 



ffi|E# 2004-3006387 



&g 2 0 0 2 -3 7 8 7 3 3 ^- v : 14/ 

&$iu «*f*ir*if o dfci±nstWCT^r^*ao 

[0 0 12] 

[0 0 1 3] 

WWXit l ] 
5-500563 -^23R 

f^5- 5 0 3 1 4 6-^2r# 

#§PS6 2 -2 1 2 5 6 Stem. 

Anal. Biochem. , 1 7 1, 7 3 (1 9 8 8) f^f) 

[##Wvfclfc2] 
<b^t^ 32 (10) 661 (1994) /Mfffc 

Anal. Biochem., 164, 3 7 4 (1 9 8 7) gCBfe 

Anal. Biochem., 182, 200 (1989) 

O' Shannessy An a 1 . Chemistry, 1990, 
9 1, 1-8 

[^#^K6] 

Stefano E. Cervigni, Pascal Dumy, M 
anf red Mutter Angew. C h e m. Int. Ed. 



ffiiEijf 2004-3006387 



2002-378733 ^ ^-v : 15/ 

Engl., 1996, 3 5, 1230-1232 
[0 0 14] 

[0 0 15] 

[0 0 16] 

osu omus tea* £53* tc^-r & £ * ojf&stm 

[0 0 17] 

[««***•*•**:*«>*#«] 

M^fc coliltt, ffiKli, *ISIlcJ:^ffi«^@W^^v^t^J: 
[0 0 18] 

itmh-omm, mm, *7<ifr*m<ommxhz>o ^m<r>^m^^M, ***** 

[0 0 19] 



miiE#2 004-3006387 



12 002-378733 



^-•^ : 16/ 



[0 0 2 0] 

( 1 ) tmfc#*WU*SLfltfl U#*»JRo 



(4) ursBi&Kii, isam^^jrfco^jRFSWfflEf^ffltwpai^***^ 
i maRognto 

(5) mmmntmmffi®.£<omz.ftHe>mm&. maldi-tofw 
a 1 Kmn^Mo 

(6) e*o«Hii, **fc«M^owe, i owartoHHrt^w^-ew 

(9) MIS^##i:mia i ^M^{i> < t <>-«**ffilE^L»*. ^§ 8 

do) nriB3:«pfr»i. ^a^Hflc-c**^ ^bsksbj&o&Wo 

(11) %$mt LTttfflHrtlt**, ^g 1 KfBftO^fCo 

(12) TftfB^ltli, T;Vt*^ K3fefc«t#*^R£»M*aWtfc**'£'tN ^g 
1 \z~ZM<omn 0 



ffiiE# 2004-3006387 



^12002-378733 ^ ^-v : 

(i 3) inrs»ft^ * *v* % i 2 iciem 

(1 4) ttt««#tt, ***U «»«UJ:O r -*tfeo«'fiH»^e>ft*#J: 0 

(15) miBit#*Bte> 7K?#m^^tp. MB 1 2 i:E«©»Ro 

(16) ttflBWtBStt. tKn^7 5/ *, N-7M^^Kn^y;V7 
t K 9 y Kt£*3 £ XI* * -b ^ * iwt-? K3£fc <b OHc-etLfe oSNHfc** h 

(17) ltJIBfflSltfUBtiU ^§ 1 KfBf^Ko 

(1 8) tHBffiSlfWBIi, **->A|fr6\ * K?^/'/ig^im*U K 

(1 9) T;V7*ti K3fet«^*-CR*BL»*'ffl6*«:*tr^ flg®o 

(2 0) mmt&mmzmm'tmLft&wmt, -$:wwt*^tt, mmm$m 

Wo 

(2 1) tMB3t*Htt*, -3B«#y^-SfcttfltKIil^*&. ^§20 £fB*<*> 
(2 2) ilWB3d*Wi, ^*tt»M**fr*#tN 2 0 tc£*atttt*l 

(25) lttfi5ftm^ttfliiSCI§##Ji, ^ I 
-C=C-C=C- 

mwswo 

(2 6) l»IB*m^tt»K»»frtt. iMt^oTi^^tlTV^, 2 

(27) ttffe3d##ti> ^mmm Lfc & we* a . ^120 ^ism<^^#iM^ 



ffi8E# 2004-3006387 



2 0 0 2-3 7 8 7 3 3 _ ^- v ! 18/ 



tfi# 0 

(2 8) pffB¥MM§ib7t^#(i> ^^^Hi/:liWlt*)^> 
2 7 Kffi$^*i#Mt£ffi# : o 

(2 9) MII^#^^llf^fflt#^%^^^1-^^-e*^^> 

(3 o) mmmm^m^^i^ xxf^/iiir^ K^^<t 
(3D m**vmm* tzimm^wnzfrm. ^mttzim^ir^mx- 

mum®- > mmi t z , ^niiffl^s^ t mmm. t tz nmm^mn t #jrjs 

(3 2) frfSX^a) , b) Sitfc) »±, H— 0#»rt-Cfr*>*L&* ^@ 3 

i Kumo-fi&o 

(3 3) HiriBlOSb) tt, 3t'fc4M**fH £fc 3 1 KIBtt<0 

(3 4) frisx^a) ottr^ mwim*<oT)vr\z Y**mmz* 

%>JM* / &%1rz>, ^@3i icffi^^o 

(3 5) imbta^* K**ram*«iW±* tf/ifcWtfM 6 



ffilE# 2004-3006387 




f2002-378733 



^-v: 19/ 



(3 7) 

(3 8) m**<vmmtfzizmm^y)mfr%k. m^t^mm-r^mmx 



a) f&^A^; 



(4 0) ^*vmmitzi±mmi?mmn*frm, mmifzamwur *v *t 

A) 

a ) ; 

b) m^£JR#L#&^£;£-f ^ 



(4 1) UtriB^tfcC) (i. T^t: K^5S^I$^:^^t?^^>, ^@4 0lc|B 



tBHE# 2004-3006387 




12002-378733 



s^-v : 20/ 



f£<7) V X T" A o 

(4 2) frfB#ac) 14, r/urfc Y*mm^z>wmttz\*it^®'%-e*>z> 

(43) 

(44) <omtk 1 fc tttHMrtrnnt * mm * um-r * * 

c) WfcB561-*Ig, 
(4 5) ^^^Ililt^^ll^tfK^^tf-r^^-e^o-c. 

MS-e-axg ; 

, fi4 5 Kiam^&o 

(47) miBX^ a ) - c ) tt, HfSB»«*l«ffiff t fcf - * 7±Ttfft> 

(4 8) WIBttHK*l*SS#»±x tiffany 7Jt^TWttKK*s*L&* ^§ 4 
5 fc|B*®#tto 

(4 9) mtfil^^X^c) im^^^ h;V##f£#fc\ 3gi 4 5 HfB^O^ 



tbiE# 2004-3006387 



#12 0 0 2-3 7 8 7 3 3 : 21/ 

a) mmt^mm^m^m^n^n^m^fitz, ^mmmLtz^ww 

b) mmz&ttfrttziz^tr t^mzti&u,&*, mmfeffi^&nmt&xm. 

(51) tfriB@#?S«\ sSW-e**. 5S50 UfaftO^fe, 

(5 2) tfHBH#3Sfci3V>T. nriatt*i-o3fa^RS:^-^-f ^xe*^ 

(53) mmmmwnnte, m%x*>%>, ^§52 iciam^^o 

a ) @#fg ; 

(5 5) miap^fg^(4> imEf^owao^R^H-rs^-^^^^-cv* 
(5 6) mm^^^ttzit^tft^^fi^uM^^mmi^m-t^mr- 

b) MmZ&ttfrttzte&trt^mzti&tm*^ W«M6fc»»***Xfi 

c) ®[H#:?S^®^#«E't*««l«r«'*fi-&Xe, 



ffi|E# 2004-3006387 



mm.2 0 0 2 -3 7 8 7 3 3 ^-V : .22/ 



(5 9) |^^«Sj|tfcli«a^t«lR**lft*^*^^> 
b) MM^R^^^^ 

(6i) ursBiitat^w^ffiiif^fflLW^WRttx rw*fcfctfriB£#fMw 

(6 2) f-v-ffm.^-f^, ^@ 6 o^iem^^MXo 
(6 3) ^#o#»f*fc»±«su<afcfc<o:£&t?*o-t\ 

a***** k £ fl*fi- & x«. 

(6 4) miB#*rxew\ «ria*mifej±«isii^»»^'t"*^^ J:ur / 

5S6 3 HSBIRO^o 

(6 5) m**<nmm*tzimm&G®%*frffiirzz/xT&-c$>'ox, 
c) wm&m&t 

(6 6) mffii!iil£l^-f ^X^^ h/WflWC*^ ^§6 5 



fcBSE# 2004-3006 387 



0 0 2-3 7 8 7 3 3 ^ : 23/ 

(6 7) im*©*^*^^*^***^^******^***^* 

(6 8) ««rv>f«rftRt4fc*^^*9^ 

a) i^W^it; 

(6 9) tt»+«>* ^iteli^^W^WUT^WKtt-fr^**** 

8; 

c ) fiffi^) x h u > v a, v -> - o*#T k *k» t <om,&® 

(70) mtmm*tzi*mM.^m®^ttLX!&mmz&&^&®m*. $m 

(72) 



tbSE^ 2004-3006387 



2002-378733 ^-v : 24/ 



(7 4) SWPO, MM^^{±ltM^%K^tT#^lc^-t^>tJK^ 

b) twrnxm; 

(77) 7 5 fctB«omMaffito*a-tN iio 
(7 8) i§75 Kfam^iimj»&^i^ tSo 

(79) f§75 fc|B«O*i0l^W fb&£n a no 

(80) 5M75 JC|BIRO<MMft*»**tr, tffl^f-tffl-o 

(si) ^175 Kum<7)mm®.j&M*-$&> 

(82) 7 5 fciB*<B**WWW**fr- T y -fe>f * y h o 

[0 0 2 1] 



tBliE# 2004-3006387 



#12 0 0,2-3 7 8 7 3 3 ^-S>: 25/ 

[0 0 2 2] 
[0 0 2 3] 

*w«#^*v^r rami fcti, mm tfc&*<nmmm & 

^<o^^^^»b^t tilths ftfcllfa* ^JSIKH* <D&mfb 
'J-9-y*U K) J , r«tJ , rift*ft*J fcfflfcimi:«i*ftll4. 

jRpKi»xtftv»*#, *w**^^v»t ra§u a. mm&zimM&mmxn 

[0 0 2 4] 

*w«i»fc*v*-c rmnj tit, zti£*)n%.*ft=f-Km*5mzti?, -* 

SC n H 2ll On^W^^ ; 5» --^ n=2. 3, 4, 5, 6, 
7, 8> 9 *5 J: 1 Ofc, -£*L-r*Lv*-*, H;*-*, fbn- 

^h-*. A^fV-x, A^h-x, *9 Y-X, J S-A&XTfrx- 

[0 0 2 5] 



mSE# 2004-3006387 



#12 0 0 2-3 7 8 7 3 3 ^-S> I 26/ 

n - ;v h LT T-b * - ^ ya*>K4S fc* #||<a^#<£>t£ffil*i K 

^> & o 

[0 0 2 6] 

K&mztiz&ffimvm, frmzKtz&m. m*v<?n, 
^'jnt^/^'j^A «m 4 ^ot^M?-^ bfrmztz imm s Kit* 

[0 0 2 7] 
[0 0 2 8] 



tBlE# 2004-3006387 



#BI 2 0 0 2 - 3 7 8 7 3 3 <*-*J : 27/ 

[0 0 2 9] 
[0 0 3 0] 

*wmmK&\,*x m^bmmm\znmm^4^\ bit, it^it, m 

- *?-?$M Lfzb% OiftS? & MM.*- ^)V*r— ifi'p & < e V, Sff L < \± 

[0 0 3 1] 

[0 0 3 2] 



HifE# 2004-3006387 



^12 0 0 2-3 7 8 7 3 3 ^ : 28/ 

[0 0 3 3] 

„ -WiLtf. MALD I -TOFtCiJV^rV— *f-RBitt/ii:§0!fi5'Sft»KJ-* 
jV^r-^fc < £ < £ i>%) 5 e V, £f £ L < \*'Pft <t^l0eV, * 

lot, MALDI-T0Ft:*v»Tl/-f-ISWUfc&Oi»4» 
^|jc^;v^-^5 eV~500eV. 1^1 0 eV~l 0 0 e V, 1 5 e V ~ 

•r&Jifrfr. **k«>J^wi«lwv<n'0*aitt, lOOftm 5 0f&m 2 
Oftfiart, 1 OfSJfiJLrt, 5£mi*k 4teW3> 3#JJl^ 2flf&l*J, 1. 5^ 

[0 0 3 4] 
[0 0 3 5] 

*W«B*tw33V»T TMALD I-TOF (MS) J tit. Matrix As 
sisted Laser Desorption Ionization — 

Time-of— Flight (Mass Spectrometer) ^ 
STCfc&o MALDUli, m*bteXvXM t \'*t*Zt^ H i 1 1 e n k amp 
MiioTMHS*tfc4£i£-e*4 (Karas M. , H i 1 1 e n k amp, 
F. , Anal. Chem. 1988, 60, 2299-2301) . 



ffi!E# 2004-3006387 



SfcM 2 0 0 2-3 7 8 7 3 3 I 29/ 



-Cti, f^fc^hy^SSFifc&^Jfc-e (10-2-5X10-4) : 1 Kig-g- 
19, ^frJ^V^f-^ h y ^X±^#X-ibtL > (M+H) +\ (M+Na) 

ALDI-TOF (MS) (±. MA L D I Sr^Uffl LT5»ffl*W*5c^**«riMse 

m/z = 2 e V t 2/L 2 
^tifc#-Cl*o COi^*MALDI-TOFS05felw»±. ft#/K r a t 
osOKOMPACT MALDI I I/I I I4^«fflt4i 

o MA L D I - T 0 F ©«g«fi:«ffl $ *L& f -JjRJt^JRWt-^^^^- 

[0 0 3 6] 

[0 0 3 7] 
[0 0 3 8] 



ttiliE# 2004-3006387 



#M 2 0 0 2 -3 7 8 7 3 3 : 30/ 



[0 0 3 9] 

KK«*iftv». ff4t<»» 1» (0<C~3 

[0 0 4 0] 

a^ams*^*^ ^x.tf. #9*. v 1 ;*. ->'j3-A zimftji 

ft. BMfc&*> libit ^ ^oiiffiltH-l: Wfflt* i t t*i S^tit: 
W^Vi^r^K #7y3H»», tfyatfttf-ZK tfV^lfctf-vj * 



ttiiE# 2004-3006387 



S&m 2 0 0 2 - 3 7 8 7 3 3 v I 31/ 

^ljx^ijn^f'jjv, #y**-V'^ 7t^-**l, #y#-jK*-K *° 

ut^ k. y^y-^mm, ^#**>*m *?$>mm. 

> . y o- h y ;v*m-^#> 7 ? V n i > v n/y^ ^ > ^ f v 
y # v - a , y - i (±2N5«# 'j"7-tfflv»4it*»tis#**i 

*y jKtfc^WS^T^fc^t^fe^T^^^O. 001^ 
[0 0 4 1] 

[0 0 4 2] 

T5ygtfc*fco»BrtW (t^vAg^) ttfl*K:«ttJwS<, ttift3fttt£tt* 



mfE#2 004-3006387 



#02 0 0 2-3 7 8 7 3 3 I 32/ 

[0 0 4 3] 

Jttt-f & £ i & xfcffcT? tt WT ¥<D X ■? ft & *> *> ^ffl i" * i **t? # * o 
[0 0 4 4] 
[0 0 4 5] 

x;-m RXttllB, xwvty, tf-;v 

[0 0 4 6] 

scj tit, 7 ttKmtte< <u mmmm^mn^-r^m 

T«U Wittf. 1) $WS (IM i:#l7;v 3 - ;v toxx r 



ttilEilf 2004-3006387 



^12 0 0 2-3 7 8 7 3 3 ^ ^-v : 33/ 

**ojik, *.*) ; 3) mmmn {MHmn*stim*ftx 

ott^Si: J: oT^t-^M^) ^ ^^^^^ mmW., 

; vrr-; K ]Jg»telf*3 XrnO', E^**.*) ^lf<b*L 

[0 0 4 7] 

-C=C-CsC- 

[0 0 4 8] 

^$*L*v^ 0 *9JiHII*Ki3V*T l>-Y*M*J fctt, (IS) &fflV>T$£ 

[0 0 4 9] 



ffiiE# 2004-3006387 



#M 2 0 0 2-3 7 8 7 3 3 ^- v : 34/ 

[0 0 5 0] 

;v&^) , 7-bf>, r;v*> Wx.&> &&pmifbti&& j etih 

t< til 0 LJU^Sitlrv^o 
[0 0 5 1] 

mum atit, «*.ur, y#v-Afc*#w& 

[0 0 5 2] 

mtttzumm-r^^ t*^^ 0 lot, <b s titzwm % tz t±«i0t£ 

[0 0 5 3] 

iwob^ $>&\<>te, u^}ti-^mmttzi,mm.^mn^(ommttzit 



ttiiE# 2004-3006387 



002-378733 

[0 0 5 4] 
[0 0 5 5] 

[0 0 5 6] 

m tit, mmmmmt, mmttzimm^^tm^wmu^ wt 
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12002-378733 



36/ 



hafe**^Jt»n^**fCv^v^t tit l-o<Dft$ t^#-e*o# 
&o -5-Oi^**#fcL-C»±, flOx-tf, pH5. 6^ifit«:ffifffi ($J 

[0 0 5 7] 

.A-i) o 

[0 0 5 8] 

#tE*ffl#K33v>-c, m®m$mtetffim* tzamm^mw t ©woffis^ 



tBBE^F 2004-3006387 



^2 0 0 2-3 7 8 7 3 3 ^ ^-v : 

[0 0 5 9] 
[0 0 6 0] 



tBiE# 2004-3006387 



#K2 0 0 2 -3 7 8 7 3 3 38/ 

if h tt# & o foi d L T ti, Bfl^lB £ J&Jft U# * tt*0#*W*BUH 

0flx.WT, #9*. v 1 ; y'J3>, -fe^y^ -iftst> •/ 

[0 0 6 1] 
[0 0 6 2] 

$M£fc»± % M.icrocon (MilliporeS) 4^7 4 

o 

[0 0 6 3] 

#9i*ll#£i5v>T rffc&4 3 <7>7;i'T't: K**afli3*&J SW+^t 



mttE# 2004-3006387 



12 002-378733 



39/ 



[0 0 6 4] 

foio ^^-4><7)T;vt*^ Klfe«:ail«$*&fe*0*frfc ®IxJf> 

If, Flavobacterium meningosepticu mft^<7)^ 
?|&E. co l i*"t?§k&Ztti><0) > /'ja^^f^-^A (T— =e^K) 

J L < li 7 7 f 'J A fi*<ON - 3 y ^-b*m$ ^ 

^Jf^tLS^tLHRje^tLiV^o K7y>»*(i, #0xJf> IfcH- (00*. 

if, 2oo~iooo^ g o$t* v/<*R-£*iftfi-) *awtrte*L (**?n/<>r 

TA'Sfett^^P»WMf«r«ffl) , &7jtK K7V> (09x.tf, 1 0 0-2 0 0 // 
1 ^UnxT 1 0 0 "Ct«Pl^v^ L+tHriMt ^ (0!lx.tf, K5^rn v 5 

[0 0 6 5] 



ttiSE# 2004-3006387 



mm. 2002-378733 



40/ 



[0 0 6 6] 
[0 0 6 7] 

[0 0 6 8] 
[0 0 6 9] 



fcBiiE# 2004-3006387 



#12 0 0 2 -3 7 8 7 3 3 ^- v : 41/ 

& t mm t <Dns&m #frm u^ss^hr/yx>y- 

[0 0 7 0] 

*w*b#^^v>t r0fg^>T/yx>y- j ta, mmtmrn® 
kzw&fcm-t&mx t , mmt tzi&mm&mmm tvmommmtmmL*^ 

\,>z>m&, tm, mm.itzitmm^^> mmtmmmms.\m-r^m%. 
xmz K&mz.ftm% t*<nm* zmft t mnm&M±Mfe 

[0 0 7 1] 

*91«»£*v*T m^fi#i:TOfflLJt^fWllSEJ tit, fflHtfMB 

^*fflv^Ci:* s tl, #!lxJ£> bMh#r, NMR> XH^*f. 7C 

#f, f foil S i 1 1: J: mm 

mil*. mrn*?<r>w£m) zt*&zx&mm¥ttfrm* 

[0 0 7 2] 

*mmmK&\,*x mm] tit, fflkft<nm£. mwzfzitvm (**nn*fc 



mfE# 2004-3006387 



#JM2 002-378733 ^-v I 

;v x ft if ri^lf t>ti&W*tib l" * tt * v > o 

[0 0 7 3] 

ttJMu ^RfcttftAft if) > «*fc*±ffi* ($ix.tf> fiJfiL^ * 

(TiMi, tts^i #a 
rmm, #fM^s> #ifc#^jft^ft^) ;k**3feft (fc^ai. Mfem> 

SytiBtt 1 ; JfiLWiW, ritfffife* A*S!e, &Jfi£. il#ftif) 

m.MXM, sfttrv/uif^jfiue, isev^tr^s, *';^v>f^«, ee«9J& 

Acid lipase) fcUfi!) > An^fiVIl^t') ; TO^l ( 

nr£A («x.«r, nr& n$**if) , *tff££A> acre** if) 

»MA (A»£A (fc ASM) . 1 .+r*BWRA (fck*.fcr, Vtt 

***) > h*£a. raam (fcfcitwr, mm. (am, bm> cm> 

DM, EMftif) > flJfelfflfc. AUfflff** T;vn-;H4TO#. x 

^ttjfppw) . pr^a Cftttm^ tii*P^> sws> «fttt««.ft) > mm 

• JEM • ttffilftgUfe ('v*- T ft if ) > t;vva^^7 > ^#ift if) ; jKIS^ 

giA (iHJsm isfm*3^^m, fAtif^ r^® 

ttWEA. £#tt*URK**WMF, W0ftif) > RK£A Mfc*fc 
if) ft if) ;&m$£A C&tt&ftggiA ffiftlRflS:*^ «r:£Ift 

fflm^ftif) . (*tt^«, 0PmM§E«, «T«M. M 



WIE# 2004-3006387 



§12 0 0 2-3 7 8 7 3 3 : 43/ 

JfcCrtfe, 'Mft*** #^S> 'MB • ^K^Jft, Sfc^tt'Mfc/i 

(fztjux, *m+mxm> bm+mxa** aMMm#* yru-mwo > mm 
m& (tztntf, vomit* nmm) > Mt#u& mm) > uv* 

[0 0 7 4] 

iW^fctt^^Wt) SMS. »«fe«i^*r*i»fci-*<>^>-C* 

^ i i±-s 15^ h n. «9 ffi $ tifz <d u*> o # & -e mfc $ tt * 

o 

[0 0 7 5] 

#V i~f* b\ * U zfi~7* h\ i-f* K> #y * * V^-f- h\ *vzr*9 V* 

%9v**Y, mm (mx.it. c dna, ry adna<dx^^dna, 
(Wit if, *;we>\ >;r/K> flttttisSM. tfaMftfl^Pfc*) . zti 

am**) -c*o#». 

[0 0 7 6] 



HiiE# 2004-3006387 



12002-378733 



: 44/ 



[0 0 7 7] 

(*017 V 33 J: OHIf ? "/) 

^is#^i3v^Tfflv>^tL^fflm rrwj ^*^(±m±^@^# : 

•C, 10X10 mm±t£t) ±\Z*9 tLTV^ 

£#3^ HID ©■byK*$^o 7W L<li#fc&j?r 

*> 1 0 3fl % jsJ^t^K^lX l±'J?%< ti> lO^i, SfcfcJ: *)#ft t< 
bi> 1 0 5jg£^-tfo i^^»^l<04^ (0Hx.tf, H0O £F 
it< 1 2 5X 8 0 mm, iOjflKli 10X10 mm JifcElt 

£*L& 0 LTii, 9 6 ^^V- K 3 8 4^x^V-b^^-/l/ 

[0 0 7 8] 

, *>/<*J^ SBft*^) *£&±K4I?!J (array) S^^^t' 



ffiiE# 2004-3006387 



mm 2 0 0 2-3 7 8 7 3 3 ^- V I 45/ 

# • 

±££fltfH 1 **#? > LfcflSftSt?*** - (high density f 
i 1 ter) fcv»vv> p^^aTWJ fcfi, i/'J^V^^Mi 

[0 0 7 9] 

®k rmm+y? (chip) j t^^o t#wDNAom dna^- 

yfb fcBftfti, GeneChip (2»iffi$SQ (Affimetrix. CA 
, *S) *OTf^ (Marshall A?>, (1998) Nat. Bi 
otechnol. 1 6 : 2 7-3 liSitfRams ay G£>, (1 9 9 8) 
Nat. Biotechnol. 16 4 0 - 4 4 *r#J8l«> C t) > *-v7V>m 

o 

[0 0 8 0] 
[0 0 8 1] 



mSE# 2004-3006387 



#JP 2 0 0 2 -3 7 8 7 3 3 ^- v : 46/ 

m • 

[0 0 8 2] 

[0 0 8 3] 
[0 0 8 4] 

. ^t-eicm^^m^flJffl^-e^^o filx.tf, Stanford Un 
iversityW-7"li, * V S> "J" *Mf&L"CiS >) > CKDX^r 

■Y^li. ^^t»gfct«l6^x~yfc*a*^^<>^*^^ DNATV'f 
ICTplJffl $ tlT *3 I) „ *I$IT W %flJfflBT^-e* & (http://cmgm. Stanford, edu 
/pbrown^#^<7)- o ^m<DY)Vm^i%^ *-i?Ti-7 4 *fX~hh FMB 
I O (BiV7 l-^xTi^v-T'J > Storm (Mo 1 e c u 1 a r 

Dy nami c s) Xtfy Y&Ztite «?&JSte&»**U;r> MKT 

W O^flfc*) fcfrV^&o ^OflfeWJffl^*lfeffiS^ LTte, S c a n A r 
ray 4000, H5000 (GeneralScanning;^*t>i 
(*fU£M) ) , GMS 418 Array Scanner ; 
>M &j&£M) ),Gene Tip Scanner (B*V— *f«T- ; * 
>S! (##flU&S) )>Gene Tac 2000 (Genomic S 



mtE# 2004-3006387 



$NB2 0 0 2-3 7 8 7 3 3 ^-v 5 : 47/ 

o 1 u t i ons ;.CCD*^7l) ) fcfc'tfW&tL&o 
[0 0 8 5] 

^xAlC#JPSoy"7 K-)xT (Ermolaeva O (1998) Nat. 
Genet. 20:19-2 3) **0ffl-*-* i tWC$ *o tit. r~*^~X 

« M it t *> £ ffl ffl -T & £ t W-Q § * o 
[0 0 8 6] 

^r<D 1 1 EVfc-t & X n ¥ ufc^J; tf-etuc J: o LUX ttfc 

U*mi£tZ> i ^ i:iot, Hill/ 7 s '; 
[0 0 8 7] 

* imm-r & - £ § & * 3 i**fc»x.»*5§HK* lt 

-b;vn-^, Wh^'A fcWplf 

[0 0 8 8] 



t±JfE# 2004-3006387 



^12 0 0 2-3 7 8 7 3 3 ^ ^-v : 48/ 

(f«) 

*mmwfc&\,*x mmi i«\ mkmz#nrz>m&, mm. #»ar^fcwai 
■fzmxv'ut-fzmfcL, -£<o£o%mB.> mm, tme>mtznfcir2> 

iron* o'<9 * - * &$85£-$"£ £ i ri s T*£ & 0 

[0 0 8 9] 
[0 0 9 0] 

-r&iri^ T)vrt K«ti#tft^t#5tistttf^) -e* 

MS) (B) tt$H:L<WU ^##i*§^nrt|-e*^^tfc{i^3f#i 

u fflt i. i t ^-e i ») #s 6 (a) - (b) i*. ems 

Rtciott^^^tU^o (A) - (B) «ia 

[0 0 9 1] 

mm*. (A' ) - <B' ) iv^^H^tifc^^o (A' 

im#4«t?^t#*ttl*«r^tpSB^) -C*»K (B' ) ti, jwc*&o ( 

A' ) - (B' ) (4, MUfeRfcJ:oT«feS*LT^T*J:v*o 
RWflt (A' ) - (B' ) Ot&j&fciotrasWU 3ftEf**&0»fcra~ 

[0 0 9 2] 



tiJaE# 2004-3006387 



002-378733 : 49/ 

[0 0 9 3] 

1 ~c 6 T^^-t^lf&o r;^-^tui^ #8x.fi\ **y-/K 

[0 0 9 41 

ti:c n H 2n +i-*^ ntaiEoaiSre**) o 7;v*;wi 

*L<bOJM*Wi, Cl~C2mK C1-C3T^;K C1-C47;K 
;K C1-C5 7^K C1~C6 7^K C1-C7 7^K C1~C 

8 t;v*>k c i ~c 9 t;v*;k c 1 ~c 1 o r;v#;v, ci~cn T)v* 
jvttz&c i~c l 2 7;w, ci~C2ft$^7;K;v, ci~C3t 
&£*ifc7;v*;K c 1 ~C4«&$*L;fcT/i'*/K ci~C5f^^:7^ 
*;K c i-C6«m$tL^T;v^;v. c 1 ~c 7em^tt^r;v^;v> ci~ 
C8tt^^:7;^^ c i ~c 9*&£*ut7;v*;w Cl~C10ii$ 

fLfcT/l^/K Cl-Cl im.&2*llzT)\'*c)l'*fzteCl ~C 1 2#&$*lfc 

r^;ve^>«9#*o wiifc 1 ~c 1 o 7;i^;v*:ii> ^#^£1 

~ 1 0ffl^ri"*E^tfv:tt^^OT;v^^ : S:^i*U (CH3-) . 

*f-)V (C2H5-) , n-yoe;v (CH3CH2CH2-) > ^^nt> ( 



ffifiE# 2004-3006387 



#12 0 0 2 -3 7 8 7 3 3 I 50/ 

# • 

(CH 3 ) 2 CH-) . n-r^;v (CH3 CH 2 CH 2 CH 2 ~) > n-**> 
f-;V (CH3CH2CH2CH2CH2-) ^ n-^^~>;v (CH3CH2CH 
2CH2CH2CH2-) , n-^-f^K (CH3CH2CH2CH2CH2C 
H 2 CH 2 -) > n-**^;V (CH3CH2CH2CH2CH2CH2CH2 
CH 2 ~) > n-^^;V (CH3CH2CH2CH2CH2CH2CH2CH2 
CH 2 -) > n-f^ (CH3CH2CH2CH2CH2CH2CH2CH2 
CH 2 CH 2 -) . -C (CH 3 ) 2 CH 2 CH 2 CH (CH 3 ) 2 > ~CH 2 
CH (CH3) 2*^**^1^*^*0 Cl-C10ftjft$*i^T 
C 1 ~C 1 0 7HK*ot, foHl £ <fc tttfc&OTfcaeiSCT- 

[0 0 9 51 

*WMW?K&^X [i/?xnT)V*)V] tit, m$MM.*%?&T frZ-^Z^l 

;^;KO H «^ ttf: y ^ n 7;V ;V 5: o JM$#!lt LTfi, C3~C4v 
^ot;^;K C3-C5y?n7m, C3~C6v^n7^;K C3~ 
C7v^n7;v^K C3~C8v^n7^K C3-C9y^n7W, 
C3~C10v^n7M;K C3~Cllv^n7W, C3-C12y^ 
D7K^, C3~C4fj|$tL^y^n7;V^K C 3 ~C SMteZtifc*'? 
n7J^^ C3~C6f3l$tL^y^n7^;K C 3 ~C 711tft$*L;fcV? 
nr;v^;V> C3~C8f}|$a/;y?a7W, C 3 ~C 9fi&S*L;fc~>* 
DT^^K C3~C 1 0e&£ftfc->*nTJV*>K C3-C1 lfH^nf; 
y^n7WS fctiC 3 ~C 1 2@&$*l*:->? n7^^^fe *)#&o Mk. 
If, y?n7^vi:LTIi> v^n-/nfc?;K n^v;v& fc^M^fr 

[0 0 9 6] 

*W<B#^^v»t rr;L"^--;vj tit, -fuMvxoz 9 ^f- 

fl503£*v*v^ — *fcfcC n H 2 n- 1 -T***-* n & 2 M_h<£>IE?> 

SSfe"C**) o \WfcZfrtzT)\'>r=.)V\ tit, ^TCI^t^fMtaot 



tbfE# 2004-3006387 



12002-378733 



^-v: 51/ 



# 



T^^-^OH^am^tL^T^^^^^V^o ^tfijh LTt±. C2-C37 
C2~C4TiV^^;K C2-C5T;^-JK C2~C6 7;V^~ 
;K C2-C7 7;V^K C2-C8 7;^-K C2-C9 7H-;K C 
2 -CI OT^-'K C2-C1 17;V^-JVJ^C2-C 1 2 7H^iV 
, C2~C3S^§tt/cT;V^^;K C2~C4ft$tL^7;^-;K C2~ 

c 5gm£fr£7;vv-.=.;K c 2 ~c 6sm£*tfc7;v^~;K C2-C7S& 

Sft^T^v-^K C 2 ~C 8g&$*i£T;i'^-;K C2~C9Sm^tvyt:T 
;V-y-;K C 2~C 1 0 fi3&£ fr^T^-^ C 2 ~ C 1 1 ttfcT^^ 
=.)V*tz\$C 2 ~C 1 '2 fim£*W^T;Vv--;i'T*& -it\ #I;U£C2 

~C 1 OT^^t*. ^iE^-^2-1 om$t*%&tt\tfrmk<OTfr*- 
;v£;ti*U (CH 2 =CH-) , ru;v (CH 2 = CHCH 2 -) , C 

H 3 CH=CH-^WJ^^I), ifz. mx.it. C2~C10tI$W:7 
C2~C10 7K-K'*oT, ^<D ^ % 1 £ ii^^Tk^ 

[0 0 9 7] 

3-C4y^n7H-;K C3~C5y^o7^;K C3~C6v^n7 
;V^r-;k, C3~C7v^n7^^ C3~C8v^n7;^-;V, C3~ 
C9v?n7H^k C3~C10'>?D7;l'^-;K C3~Cllv?ny 
;v^r-;V v C3-C1 2 v * n 7;Vv-~;K C 3 ~ C 4 S&S *t£ v * n T;V^ 
C3~C5f^tL^>?n7^-;K C 3 ~C 6«t&S*L7^>* nr 
C 3 ~C 7«m$tL7tv^nr;l">-^^^ C 3 - C 8 fi#l£ Hit v * 
□ 7jv^-)K c 3~C 9mm$tt7tv^nT;v^^;v. C3~C10fi&S*L 
£v?nr;Vv-~;K C3-C1 lfi&Sti^v^nr^-^f /cfiC3~C 
1 2Sm$ti-7tv'^nT;v^-;VT^«9#^d fUx.(^ ff$U^y^n7^^ 

[0 0 9 8] 



WSE# 2004-3006387 



mm 2002-378733 52/ 

• • 

#0J!#ffl*K&v>T rr;v#^;vj tit, r-bf 5HH*3£-;£fe 

v\ -^CC n H2n-3-^ w n «i 2 fiL±OjEoaESfc-C*4 

) o \W$k*frtzT)V*-)V\ tit, &TK%Lfc1r2>W.mm^£^rTfr*~)i> 

C2~C4 7iV^K C 2 ~C 5T;V^-;V> C2-C6 7M-^ C2~ 
C7 7;^iiK C2-C8 7;K-^ C2-C9 7;V^r-^ C2-C10 
T/Mf—As C2~C117;H^K C2~C12 7H^K C2-C3I 
&S*ifc7/l'*->K C 2-C 4*Jfc$*Lfc7/l'*-/K C2~C5tt^^tLfc 
C2~C6ft$tL^7^;W C2~C7fI$^7M- 
;K C2~C8tH$ii^7;V^;K C 2 ~C 9gm$ttfc7^^^^> C2 
~C 1 0mm£*L£7;i/*^-;K C2~C 1 lf^$tLf;7;K^;H^(iC2 

~c i 2 em$^7;v*-;v-e& #0;U£, C2~ci07;v 

m^\t^MW^2-i 01H^ltlI^^(±^^7;v^-;V' : Sr 
StfifcU (CH = C-) . (CH 3 C = C-) 

^$*l£o t fz, Wz-l£, C2~C 1 0W®:ZtifzT)l<*-^tit, C2-C1 

[0 0 9 9] 

^*Ba#^*5V>-C f7;vn^rvj tit, r^a-^m^^V^^r^&fDy^mW. 

^-h^frtixtk? %> lmom*^^, — m^c n H 2 n + 1 o--emzfo%> 

i-^®^^<J:o-C7;VrrJrv(7)H^fi^^tL^7;V=i^v^v^o Irf^Jt t 
T(i> C 1 ~C 2 7;V3^-a Cl~C3 7JV3^f-A 0 1- 0 4 7^3^"/, 
Cl~C5 7;V3^v, C1~C6 7;V3^A Cl~C7 7^^fA Cl~ 
C8 7JV3^a C l~C9 7;V3*v. Cl~C10 7;V3^y, Cl-Cl 
17;V3^y, C 1~C 1 2 7;V=/drv, C 1 ~C 2 tltzTfr?* C 
1 ~C 3Sm^tL7t7;V3^rv, C1~C41^^7;V3 + 'A C1-C5 
W$k%*ltzT ;V3^rA C l~C6gm^tL^7^=' d r>'> C 1 ~ C 7 



tf}SE# 2004-3006387 



« 120 02 — 3 78733 ^-v : 53/ 

/:7;V3^y, Cl-C8«*$tL^r^3^'>. C 1 ~C 9e&$*LfcT>V=i 
C 1~C 1 0g^^tL/iT^3^->> CI -CI ltt§^T;V3^y 
tfctiC 1 ~C 1 2fH$^7^3^yt^>)^e ££T%#!l;il^ Cl- 
Cl 0T;V3^vtii, JStltJIH^l-l Offl^trlMSfctt^fctt^T^a* 
vfcitBfcU ^b^rv (CH3O-) > ^b*v (C2H5O-) . n-^n^ 
(CH3CH2CH2O-) tet'tffflTFZfr&o 
[0 10 0] 

x-jvJ , re^^tt/iv^ uTJUr—frl J^oafefcv*-? 0 £fc3fna£fc*3r#i£ 

*LxM&&:ttii*&vi&;"?*>*)ft2>o rams 

RffS*^ 3 o tLtft C3-C4 jBURftlk C 3 ~ C 5 

C3~C6^ffi, C3-C7K*S», C3~C8^tm C3~C9i£ 
C3~C 1 0j*X3IHIk C3-C1 ljfeXIR£* C3-C1 2^ff* 
, C3-C4ttt*£:Kfc&#«Uk C3~C5Sife$*Lfclfe*^*, C3-C6 

mm.m, c 3 ~c 9itfcs*i;fc**3iuk c 3 ~c 1 on&3*tfc&**s, c 

3~C 1 lf*$*i/;lt*i*i^i±C3-C 1 2sm$tt^«m*^^ J )# 
&o jHHMfcl±£&. C4~C7jWHI»*fc»*C4-C7«*$*t*:Jlt«3W 

[0 10 1] 

S*^r-r***v^o ZZ\X, ^rng^li, 0> Sis *tfNa>fefc&i£J: OS 

ra— e^oti^otKi i^ztix^xi>2&±&z*i 



fcBtE# 2004-3006387 
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^-v : 54/ 



C3~C4tfii> C3~C5Rtm C3-C6^fii, C3~C7^ 
^St*, C3-C8^tfS, C3~C9RtiI, C3~C10Rfii, C 

C3~C12^ffS> C3~C4«m$tL/ij^^*> 
C3-C 5mm^tL/iRmm^ C3~C6fim$tL/i^:#^> C3-C7S 

^iitz^mmm, C3~c8f^$^tm c3~c9«^^tL^^ 
st*. c 3 ~c i ottm^tL7t^m*> c 3 ~c i iw&ztifz)kmm.&*fc 

£&?)-e&*)#&o ^fnflliSf:, C4~C7lfSitfciiC4~C7t 
[0 10 2] 

**Vtt& (=0) ^^(ift^Vttll (=S) X*M'&h 



[0 10 3] 

WiiM^&^T p^ny^J tf*. ^»3^7B^^mi-^7-y^ (F) . 
|(Cl),If (Br), 3-)f(I) ^^t^ii^i^v^o 
[0 10 4] 

[0 10 5] 
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[0 10 6] 

[0 10 7] 
[0 10 8] 

K-i^t^i*^^^ -C (=S) OH, -C (=0) SHtfcti-CSSH 
[0 10 9] 



**v^ 0 7y;H^^lt tTti, T-fe^ (CH3CO-) , W ;v 
<c 6 H 5 co-) ^iW^^»o rtttftSfutr^kJ fcii> 7v;votK 

[0 110] 

*9J*BI#K*5v»-C KJ tit, T>*-T<D&m*MM (Tv;H) "Cg 
[0 111] 

a- (c = o) -*&trl>><D*mkLtii>o*^ : ) o rg&Sftfctf^sK-^J 

[0 112] 



ffigE# 2004-3006387 



mm 2002-378733 ^-v : 56/ 

m • 

[0 113] 

S&£-CltJfe $ fife* >P * - >l> 4: ifJfc-f & o 
[0 114] 

*W«B*tC*v»T [x>V7 4-)V] bit* ^i£3k-?£>&-S0-£#$>*>tf>£ 
[0 115] 
[0 116] 

v^o 7K*^^i^^*u^i^fi^*^smi-^>-i:^"5rti'^*) , 9> -et 

[0 117] 

+ SSI^tL^li Kn^ry, *-*->K SJ&£ *t >K v7A 

> 7 5/, fi&$*LifcT5/> #;V*K*~>, S^tL^A-^v, 7viK * 

t±iBE# 2004-3006387 



12002-378733 



57/ 



<I4, ^<iUoo*», i»?«F*L<i±, 2~n ( i d "C n »i R OlSifc) 

ffcffi) tc»#*WUW**^-C**o ^t, 3tc#J2Wott&»fcL-a±, lift 
L<fi> C1~C6 7;^K C1~C5 7;^K CI 
-C3 7W, C1-C27W, ^/Vfc 0 tztzL, 

[0 118] 

RtfZbtzwmZfir^&Wfk, t<7)Wmm^ ft*l,<iz, ^toj;?^ 
[01 l 91 

RWU R A ~ (R B ) n "^3*U ^CT\ R A(±R^e> n4i<757JC» s MtL 

(n + i) «<7>3k-c*«9 ; 

^ A tKn*->, g&$*tfcfc Kn*v, tt&$*ifc*- 

,V7A -hn, T^y. ©&£*LfcT*y, WfcSitfc 

rv;v> «tfc**Lfcrv^ ft*^y> tt!fe$*ifc*-*#;v 



ffiSE^ 2004-3006387 
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[0 12 0] 

rB ( ^ rC- (rD) n x~mZfr, RCiiRB^t, nl@07k» ? Bfc 

HELfc (n + 1) fiffi^-e^i? ; 

^nr/, tKn^A tt3&£*L*:t: Kn^rv, f-*-;K fiJ&StLfc?- 
/K y7A ->n, T^y\ tt^^:7^> *^^v> S&£tL*r 
*;^*^y, 7v;k a^^tt/iTv;v. ^:*#;wi^iA fi^$ttfc^^^;v 

[0 12 1] 

R D £ tLT V»4 *r£\ 

R D rE- (rF) n Tr^£*U RE(iR D ^f) n1HOTfc» 5 M 

MLfz (n + 1) ffi<7)*-e^)«9 ; 

;\nrA fcKn^fy, Kn*:>, m&Ztifz?- 

*— /K v7A ^bn, 757, W.&2tlfzT*y, U^tf*^, W&Ztifz 

>K^'>, 75 h\ fi&£*t£75 b\ amtftifc^** 
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^-v: 59/ 



[0 12 2] 

RF{±, rG- (rH) n -eft£*U ^Ct, RG|i N R F^t, n^<7)7K» s 

IfcfiLfc (n+1) flfi^-eab*) ; 

SfcSftfc-^-rnftak Any>, tKn^y, *!feS*Lfcfc KD^rK 
, g&£ft£^#-;K y7A -hn, r^y, sm$ft£7^>\ 

ntfesftfc* tv;k sm^tL^rv;v> f-**;^*^ @m 

& $ ft £ * i3 ;v ;K fiffc 3 ft * ;v * — /u £ J; $ ft £ * ;w y -r — ;v 

^e>**»i »>®ft3ft#*o 
[0 12 3] 

CCl-C, RH^sg^^ft-CV^^^ti, RFno^TOtttfttraflllwttlfe^ft 

t#> -e-o^am^^ov^-c^iwiiti'ttm^ft^^o 

[0 12 4] 

±.mLtzwmmo%tini*, -r^xm—m** < > -eft 

[0 12 5] 

#Wffi#fc43V>-C, CKC2,_Cnli, ^*»*^o Vt-oX, C lit 
fitm$L 1 1@0®&&£^trt:*e> K^ffi $ ft* o 
[0 12 6] 

*>o-r. fco-cs*v»— n<o\\^m<r>— ■fitfcitzom.z^io 
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[0 12 7] 

TtMUJIH^ 2 oBfc* LX 2 ti^Sm^^smi-^ ^ £ i>vS&X$>%> 0 
10 1 2 8] 

StLfc*-*- /K v77, ->n, r^>\ tl?ti/;75y, *^^'A * 
. mm^tt^^^^;v^'>> 7$ K\ ft?^7 5 K> ft 

[0 12 9] 

[0 13 0] 
[0 13 1] 
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^-v: 61/ 



nj3=j». ^«*»t?«ffl$*t*^ (en*. if, Mm* 

Mt> «t«, ^^h^77^ 

-ft If) *a*^fe*-CMUt^llH4o 
[0 13 2] 
(#f!IB* is v * T JB v » *i * HBUiSHJ) 

*WiW#n*v*Tiseffl$*t*fiaffi±, *3-ettftv»fc*flWw*B^Lftv>R0 

[0 13 3] 

flttIi:ov^li> Campbell, S. A. (1996). T 

he Science andEngineering of Microel 
ectronic Fabrication, Oxford Universi 
ty PresslZaut, P. V. (1 9 9 6) . Mi c r omi c r o a 
rray Fabrication^ Practical Guide t 
o Semiconductor Processing, Semicondu 
ctor Services iMadou, M. J. (1 9 9 7) . Funda 
mentals of Microfabrication, CRC1 5 P 
ress;Rai-Choudhury, P. (1997). Handbook 
of Micro 1 i thography, Micromachining, 
& Microfabricat ionlMicrol ithographyft 

[0 13 4] 
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62/ 



m*. S«*lH-iJV»Tja4nt»*»)«ffl**t4tOT**»)> mx.&* Mania 
tis, T. et a 1 . (1989). Molecular Cloning 
I A Laboratory Manual, Cold Spring Ha 
rbori3J;O f -e(7)3rd Ed. (2001) ;Ausubel, F. M. 

et a 1. eds, Current Protocols in M 
olecular Biology, John Wiley & Sons 
Inc. , NY, 1 0 1 5 8 (2 0 0 0) ; Innis, M. A. (199 
0).PCR Protocols: A Guide to Methods 
and Applications, Academic Press;Inn 
is, M. A. et a 1 . (1995). PCR Strategies, A 
cademic PressjSninsky, J.J.et a 1 . (199 
9). PCR Applications*. Protocols for F 
unctional Genomics, Academic Press ;Ga 
it,M. J. (1985). Oligonucleotide Synthe 
sis:A Practical Approach, IRL PresslG 
ait,M. J. (1990). Oligonucleotide Synth 
esis:A Practical Approach, IRL Press; 
Eckstein, F. (1991). Oligonucleotides a 
nd Analogues :A Practical Approac , IR 
L Press ;Adams, R. L. et a 1 . (1992). The B 
iochemistry of the Nucleic Acids, Cha 
pman & Ha 1 1 ; Shaba r ova, Z. et a 1 . (1994) 
.Advanced Organic Chemistry of Nucle 
ic Acids, Weinheim;Blackburn, G. M. et a 
1. (1996). Nucleic Acids in Chemistry 
and Biology, Oxford University Press; 
Hermanson, G. T. (1996). Biocon jugate Te 
chniques, Academic Press*, Method in En 
zymology 230. 242, 247. Academic Press. 



ffifiE# 2004-3006387 



mm 2 0 0 2 -3 7 8 7 3 3 _ ^- v I 63/ 

1994; wmmmm^ m&irmx&$£%LM%rmm.m ^±*±, 1997;^ 
mnb, mw^tx^ mmt^^^T^ y^t, 1997 ;mmfr 
^vmnttmrnm umt^m, ^ftu^y*-, 200 1 ^Kiams 

[0 13 5] 
[0 13 6] 

) KioTH^a^ 

[0 13 7] 

^IWjA^ 1995;Modern NMR Spectroscopy! A 
guide for Chemists, J. K. M. Sanders and 



ffiIE#2 004-3006387 



HfcM. 2 0 0 2 -3 7 8 7 3 3 i? I 64/ 

• • 

B. K. Hunter (2nd Ed. , Oxford Universi 
ty Press, New York, 1993); Spectrometri 
c Identification of .Organic Compound 
s, R. M. Silverstein, G. Clayton Bassler, 
and Terrence C.Morill (5th Ed., John 
Wiley & Sons, New York, 1991) ^ Z*&W?Z> ^ ^ 

[0 13 8] 
[0 13 9] 

[0 14 0] 

ayGauge Ver. 1. 2, ImageGauge Ver. 3. 45 
[0 14 1] 
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[0 14 2] 

(EDS • ftttp a nfc£\' **tWL*fflv**ifr*> TOffcir) 
[0 14 3] 

[0 14 4] 

tt#'j7- m*-i$. #';e-^D>jK>) ; rs^a* Hv>, 

y * U Kfc i m&<F>BMW) 2£{i7*3r* h V 

#tf) ; t — h SiJ EDTA) ;HT;vrj-;v (iiif, 



WIE#2 004-3006387 
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**vM±^>f *>tt^®f&tt < fk#J (Will Twe e nu ^vn-y^ (p 1 u 
ronic) t tzittfV xf U (PEG) ) o 

[0 14 5] 

fctt, pH7. 0-8. 5<OTr i sit»l^ipH4. 0-5. 5«« 
[0 14 6] 

, &T«^ lWlrttft-§-, 861*318:^ ,&SB^O«BriS:-^ 

[0 14 7] 

^c5feffc#J (0aM5»^T*l 4JKt^{i-eo*^f)R> Remington' s P 
harmaceutical Sciences, 18th Edition, 
A. R. Gennaro, ed. , Mack Publishing Comp 
any, 1 9 9 0 *iT*#J80 Wao^^ttft**i"&«fMftJ«» ^ 
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^-v: 67/ 



[0 14 8] 

mm, mmmzt*) „ jR#«>«k im, wt&m, mmvj&mttzim 

ic^Lrii'f«ft«>^7t. itffla^> *mm*s* mm, * 

, ££#;WJb fc^tl^o MEtLTfi. tfflxJ^ ^H-iSc^B 

[0 14 9] 

[o i 5 o] 



[0 15 1] 

mm^mmm (m, ^nrh^y-^f) > m, ^^^^ 

[0 15 2] 

(«Mi • &&) 



(mm) 
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[0 15 3] 
[0 15 4] 



Oft*) 



i:^^lM?-eHc ZVZitetitmZih&ffimt LTf±, ^>f^ 
XlPfMtt (fcfcxJf. (A. B, C> D, E, F, GS) > HIV 

thn^^-f;ux N iv^n^^f^x, Bffi^-Oi^ r>WJfrA 

. # (fchx.tf, tfeT'K^m v#iflLi4mii^m »^trr';* 
^m. ^vv-t> 'jxf'jr®, i/-/fxn B 7, ^trn 

[0 15 5] 
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[0 15 6] 
[0 15 7] 



[0 15 8] 
[0 15 9] 

[0 16 0] 
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[0 16 1] 

*»W**-e-o i o fc&K&JfrK-t & b^o &X\ H*fc»**^t *> v>£ * 

»±. z<dz*) ttnfcb®mbte?kmm&&-fz> * o %&nz^Lx\^xi>£ 
> iwes#"e*4#, gut. »*u #st* tzizfrffii<z<mm-tz> - ^-e 

[0 16 2] 

)v*^*) 0 &M<Dmmbffifc<vu^)v);x±xmmt)^mKi / tm l#& b^i&w 

^Z>Z-bifiX*%h 0 Xm<VftM*%.&'fZ>ZbtfX«%2>Zbl l z£V) > StfRfcJ: 



miE#2 004-3006387 



2002-378733 ^ : 71/ 

jtSW** ^> f»« K^JSe-f & i a*? § * o 

[0 16 3] 

_h|BOi ; ?^^Ki:«l§Ifc<7)f50 ; l : S51^ffl^^^^^> MALD 
I - T O F H^v^-C V— f-flBftt^ t # ^55*»«^^^^- "C^i^ 

e V, ^L<W< t^lOeV, f^0il<ii^< t^fal 5 e V 
[0 16 4] 

[0 16 5] 
[0 16 6] 

#0xJ^ ^W^MtL-CIt «««p*W*tt#*fflv»& ELISA 
[0 16 7] 



2004-3006387 
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[0 16 8] 

Zttffr&tf, *>2>%immx^ MALD I -TOF^C:i^^Tl'~^-M#tL 
[0 16 9] 

^^s^ffli-^, i t &x- & h (» *) < , <^i^ &M§JU-Jt LT 

■fcfcfr h M *) ffi t fci^^ «b ftt« K^JSTT & £ £ § & o c o J: ? * <z> tt > 
[0 17 0] 

U\ iS£flctt7K^«t-C**o «HKii, Hftfc, KSlC*»tS7WK* 



tHiE# 2004-3006387 
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[0 17 1] 
[0 17 2] 

> 3d##K^ (#2L<fi, *Hi£^L#£) -r^i^^tr^^^f^-^^-e 

§ -5) o 

[0 17 3] 

isu ^mmn^m\m^^^\<om^M^f (wxtf, 10, i2-^>^ 

L*v»ai«!)»K#«-k, ±fB^4»K#<^^ («x.tf, 2, 2' -ifV^v 
(01*. tf, 1-^^-3 (3' -i;xf;V7^7"o^) 
[0 17 4] 
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^-v*. 74/ 



[0 17 5] 

^--r a c «h a*-? § « ^ t tt * *t i ##*X*H* t r ^ji -r * c t i . 

[0 17 6] 

ioi^^Mit (A' ) - (B' ) tv^I^if$tii:^^ 0 i 
-r-e, (A' ) nat^wnffiSf^ffl-f («x.wr, 
r;w7=*ii K*fc«#*^^b»**ttafe**trttflO (B' ) *±, It 

®-?£&o (A' ) - (B' ) (±, £*>K % fMRiao-Ct^^titv^f) 
<fcv^ 0 fMR^tl^ (A' ) - (B' ) OflKS^ioTSaftU #£1" &7K 

[0 17 7] 

(A' ) t LTIi, tKnm75;S, N-7)l/WKn + '> 

75> ; 0-(3-7 5 7 7*n^)- Kn^yjVTr/ ;0-[2-(2-7 5yxh^y 
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[0 17 8] 

(B' ) tuii, mi£<vmm~&&1r&^frT*&th\St°<7)£n%i><or«i>fr 

[0 17 9] 

75 K; S 4 7^14-7 5 ;t^y^^>y^T^ K 

;^>^-10, 12-^-9- v-f /-f -y^(2-|2-[2-(2-7 5/:fr*v -A-bf-^T^ 



[0 18 0] 
[0 18 1] 
[0 18 2] 
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[0 18 3] 

[0 18 4] 
[0 18 5] 

-c=c-c=c- 

0flx.tf, C=2 0-3 0Oft$**ji*«ffl$tL^ o fifcoT. #t tv^Jfe 
[0 18 6] 



fflfcm 2004-3006387 



^112 0 0 2 - 3 7 8 7 3 3 ^ ^-v : 77/ 

[0 18 7] 

<&g£;f U#&£t^> MM&te, WILIS, 'J^V-i, ^n^7x7^tf 
[0 18 8] 

* hm&£v ? ^ft^m*W:&-f2>&.ffite, mmfrm^&^xm&x&t), mz.& 

, Mx.i^ flfl;LJ£. MALDI-TOF MStcfev* 

% ?;-)v<d£7 ^r;vr3-;v^ijDx.> maldi-tof MS^^i/-b 

[0 18 9] 

t&o .r^&ti. a) r^r^Ymtm^xKBLn^m&^mmir^i: 
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78/ 



v K3fe*3 J: Iff- * -fe 5 * v K*fc <b EHc-eft * & # X *) M$i 

ZtiZMft, *<D£7%'gMmZ&1r2>Wn Mx.l*> ±M (A' ) £#85) . 

8Uo*R («x.tf, -hIB (B' ) K|B*3*i*J:$fcI»*0*$*£^fc*S 
Ii7 5 K^ili *9 3t)&£*L-5>o tot, A) -eJi^^tt^^lC^i^B) "Cift 

[0 19 0] 
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mm. mm, *a« fiata*^ &fle4»iw«-*^fc*v»T^fc 

[0 19 1] 
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[0 19 2] 

[0 19 3] 
[0 19 4] 

*&w<Dfflfr*<ommt tzumm&mmmzfrm, mmttzumm-r^m^ 
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t^tU^ ^i^j:^tU<, *«U 

[0 19 5] 

^X, Sfcfc, d) ^|B||$I^«^lliI^^tim<7)^^^^li"^^ 
[0 19 6] 
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tt & ^ -e tt k mfc $ ti * v > 0 

[0 19 7] 

[0 19 8] 
[0 19 9] 
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o 

[0 2 0 0] 
[0 2 0 1] 

ifclillftta^^tAillffitio tO^fAli, A) a) Wfr&XU I 

b) *flcffl«riR§LW*^ra*^r-r*$»; c) *«fc«p*Wfctt5:«sffiU&* 
%t>mzc) mm&fc*. wmmmmm-twmmt (Darn's. 
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yXfA^ItnClhiao^ #S&9§tf\ EH, fiHt, t D n «, lfrffi« a n 

[0 2 0 2] 

[0 2 0 3] 
[0 2 0 4] 

^E> o 



miE# 2004-3006387 
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[0 2 0 5] 

mti&j&ft (mfettzim®.) zmn-t zztKXoxzvx 7 

[0 2 0 6] 
[0 2 0 7] 

) i»Miitiai#*«s^ia36i"*xe. co^it 
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ffiisk -s^t^ti^l^^^aoT lit & - 1 tfx £ £ 0 

[0 2 0 8] 

*wmm^&^xmm.2tix& *k ^<dx^ L^nmmi>t tz, ±Mtt 

[0 2 0 9] 

*%w<njj&K&^xftfrti2> b) mmmt^mm^m^mvn^ntm 

[0 2 10] 

tz, mmfrm-K&^xmm<vmft*®.fr&fr*txmM-f2>z.ttfx%2>o z<dx. 
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[0 2 11] 

. mm> fiHk im&%£\ 4#WH^t&MJ^v»ttfl 

4 -i a*-*? § *53*tfr(I*ll#1"* - £ &X S & o u^i^ &##HU±, 

[0 2 12] 

o **^o*j5fe»wijv*T«**f$tL&K3|B|.tt, mm, ft**, mm 
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[0 2 13] 

[0 2 14] 
[0 2 15] 

h^*f"*-&tr 0 iOiH^^ hfrfrffit LXit. 00 xJ*, MALDI 
-TOF MSW bti&j)S<%:*iKmfcZn-%^o £>&Wi. NMR^ffflL 

[0 2 16] 

^ 7 s v * & - 1 k * o -c , «* ^ y * a***?- & * 
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^-v: 89/ 



[0 2 17] 

t&Mcfci-e* o /sua fc * h mm t <vm& * m$t-t zzttf-e^Zo h%>^\±, 

[0 2 18] 

ij-kw^-^o zcDmmi'-fv a) @#n ; b) mmt&mmz. 
mm / pmLnz> ! ®}Mmmztifz. fiiiL^^-c^ot, m^.wmm 
mftmtttKftmi-z, &£tfc) mmz^frttziz^tft^mzti 



tBIE# 2004-3006387 
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^-v: 90/ 



# 



KWiM £ -£> ^-fW^uap* T£fe#8**ffi5 Hfisfel" -6 $g§I<7> 

2 #DBf£ £ ^ <7) <fc 9 & mfcf^£ Ufc & - £K i ^ "T ffciW ^>^i: £ 

[0 2 19] 

£ Lv»$dt3BSSfcJ3v>-T\ ^f&WottNRV*/ 1 ; **<Dmi&&fci*^ &&<0ffi 
[0 2 2 0] 

[0 2 2 1] 
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mt *ffliw#»t *xgs: $ e> n-a^i-So - ^ ± ? - 1 ^ <t o 

10 2 2 2] 
[0 2 2 3] 
[0 2 2 4] 
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12002^378733 



92/ 



• 



i><D*tf&tLxmm-tz>zt-t)m£^o tot, m^mm^yytLx^m 

[0 2 2 5] 

[0 2 2 6] 
[0 2 2 7] 

& - i: &X ^ZZtlzXt)^ Mx.it. mm*- X f) flj^f 

tmf&ztix^&t^o ztKxv), mm, mm. t B D n > 
i£tttm J ^ir&frmz&^xmm^&m-t2> - a^*f««rH«i-& - 

i-)V(7)mmm^mtm^mizm-om.^,it^^x^h^x\ *vv<r)\><om 
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[0 2 2 8] 

o 

[0 2 2 9] 

^^0_h|S'>XxAtc i oTfflv^tL^> b) ffiM<7)X Y V >yjt>5^ — Oft 

* f a v>r i> f Uffli" & t § & o 

[0 2 3 0] 

©iH^tUv^, ffi^o^ (fllx.!*. b^io 
[0 2 3 1] 

[0 2 3 2] 
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94/ 



[0 2 3 3] 

mmmttztemm^Mntzmm^mz^rmfci-zjim ; b) kumiss 
ffimttzi*mm&mwmfctti,xmmMK&&-?2>, *&ot>«£##f-r& 

-eoi^ ^1, f f 4f;l±tl^tlft^ i t^'ti § 0 tot, CLd-efflv* 
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[0 2 3 4] 
[0 2 3 5] 

[0 2 3 6] 

^w^te^**K*5-*fi'*'>^7 i A*»ft-r*o -^y^fAtt, a) mm 

c) mm<nx v y >vi>v-o^T^*iiI»4£S^t^^-to?i 

[0 2 3 7] 

ffilflE# 2004-3006387 
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[0 2 3 8] 
[0 2 3 9] 

ftTKmmmm&&fotm^t<Dm.&yii*m-$- s £&i> tit. *wmwi-&\,*x 

[0 2 4 0] 

fcis *) X%> 0 . ^^&tc^v^T^O^Srfflv>-c^-r^ £ t&X& Z> 0 
[0 2 4 1] 

[0 2 4 2] 

[0 2 4 3] 
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[0 2 4 4] 

of*** • flw&is k z> k i± , *<Dmmm<vmma.m}tz&mK%MLx 

v^^SrSS^-t ^-e § * 0 

[0 2 4 5] 
[0 2 4 6] 

[0 2 4 7] 

MM] 

[0 2 4 8] 

jfefi-frttoWlfe**^*!©® (H 1 0 ic^v^T 4 ^SfL**R) (7mg) 
i: ^^^^ y >f^7 7f^3'J >(30mg) SrlOml ©^DD^Ai: 
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^12 0 0 2 -3 7 8 7 3 3 ^ ^-v : 98/ 

§*U SHtOJBJta-frWJwjtttt* 30 ml *Jnx.fco 70 ttl O^li^n^t 

U%Ltz 0 »^^Hft77X3[:fU t;V3*>-Wo< 0 fc^y >**L 
£rt ^ ^#^-j£a7>•/ (8W, 100V) £ 10 cm OftSt TS£ontT«J*'HT o tz 

* v v v-fe k & o * 450 v j ? u <d mmm zm-r^t-emmL. mv&m 

[0 2 4 9] 

^ daws 

[t^O^O »)ttSL] 

, pH2ico.im^m^ffiv^T^^^:> 90]g6o#ijni«S£tTo£o 
t^-^a^k^u ^^n^i; >&c*j-L-ci007Knm*<z> h u 

&JB;U 37J^24Bt^KSt7^o 90j£l57»f&U ^tT^*PL7^ 

7* V > lmgfr fz <9 1^-- y b ON-^ V ni/V-^f (77 ^f^A S*<^^* 

&*jraK-C3£5Lo v^ttSSD ^JDx.37^24B#^KJS^ 90m555-»tR 

[0 2 5 0] 

WMiraw* 1 ; ^-^m^zM^^^M^^ncom^m^m 1 ^l^ 0 m 

SfcLfcttH»Mi£# , ;v-i&* 800-7 -r^m; y MWC 3 M7t?>««J?£ (pH 
5.6) * 10 -rOn'j'; Y)vmuLtz 0 ^-lc N 5fco&^n7*i; > E&sfc^ 
mM^fO^WL (5 mg Otf^t^n^J 1ml OMt7>^-7A 

i^^Hltv^) 200 -e-f * n 1; y b ;K ? J -)V 200v^ * n y ? h ;v 
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*m\\L3rcx~i29$mmwi,fz 0 -?>(?bu> (5'j#rtt«4) ^m^r 10,00 
0 eiie/^ io° c<7)#:#t*4 o#ro»'fc»»£?rfc^fco ^y*r-amsffiiwja«i 

flt (#vf ^ n 1; 7 b JV) Kjgfc&TfclOOV'f ^D'Jyh JVfc^iJP U #V 
[0 2 5 1] 

berlite IR-120) &8SJnU 37° Ct? 1 l$lffl«»«#Lfco j§jfc£v>f * n a > 

uy#7a») *fflv>r 10,000 ®ie/^ io° co^-eso^wat^ttat. 

^ifc&IIlJlXLfco 
[0 2 5 2] 

*>&£MALDI-T0F MS (BrukerttJBL Bif lex) K X o XM&frffi1r2> «1 <h tC<k 
N 6o^y^t;vW: (02) , MJfeO^ b V y^XffclSi: Lt\ 2,5-vt: K 

& i t iU« *til**i£*° y ^ - xmWkir %> m proMALDl-TOF MSct) v y-r ;v 

m 2 ) o 

[0 2 5 3] 

[HPLC^Oit^e] 

^ynt-fc* (*/Hf*^5tt*) fcflnx.. 37j£l6fl#l^jxJ£?£, 90J^15^in^b 
v^7 7^-i:tML/; (BI3) o (Anal. Biochemist 
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s 
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^-y. 100/ 



ry, 163, 489-499, 1987) iOftft^nry i: 

[0 2 5 4] 

(Ul«!]3 : *«ttt«*U^-*fflv^lMll#*ttlllJRoaiB) 

HiIMiS* 0, ;^-6^m^*^(lmg/ml) lml -1-3, • -l-6^>/H; 
* (Dextran laboratories *±§S>> 300^4^u^yA) iSi^Ix*^^ 
^•Mb^tifw • 1-3, • • 1-6"^ h U ^--X (Dextran laboratories tttU 200 
W^n^A) OftfrWfciD*., 25*CT?12l*HJfc11tfeo 2o^On3> 

(5 yaPTtt*) fc»iKfc$Ht (#5 0 07/f^D'Jyh;V) . 10, OOO0Ie/# 
. 10° C tf5*fr-C4 05'WI*'Ci'»51*ff*ofco v-»Riftfc«*Mc*200 

2 EH**) Lfco iftttft ^ n i; y h ;v) KjgfcMciOOW * n y »y h )V 

[0 2 5 5] 

[Hat 1 ; 

berlite IR-120) &»lU 37° C*T? 1 mmWmffift l>tz 0 

(svtfrtfc*) £fflv*Tio,ooo io° c o#5#t*30#p^l«iu 

[0 2 5 6] 

vf'J^^t*itLt> 2,5- v^t Kn^rv^W^ y (lOmg/ml, Fluka 
ttiSDSrffi^"^ £&&MALDI-T0F MS (Brukertti^ Biflex) \Z X oT|tft##fL 

£"C#&v* "S7G5fcS&J& s > ^-Mt^^tz • 1-3, • • 1-6-7 >y h >; a 

K B-k "C § & i t * L t v 0 
[0 2 5 7] 
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y?*-7, lmg) *8S*nLfc<, * * *? ; - 100v<f?n 

U y h;V^^nt25r-C12Btf B mSt^o *^i££MMJ)I-T0FMass ^V-H: 

y *m(l0mg/ml) *-£trl0% h 'J 7 ;V *nI^7K^$ (*!§£& ^ 

i/^;W> ? #£>*i£ (0 5) o n> fn-jv^ii: L"C, *fiSBft«aBS:#fcfcv> 
5 Zftm&Ltz # U ^ -"CEHfcOlUfc*: & £ o fco n^hn - /l/gUTCM: 

[0 2 5 8] 

on^% 2 O^) 

10,12-^^^n-9-v^ / J y 1 (9V 1.6 g) £ 2,2' -( 

zc.ris>z?**i/)\£?s(x.*f-)VT (TJl'KV yf-ftiSL 5ml) *?uu*)V 

A 300 mHC^Lfce 1-^.^^-3(3' -y'xf;V7 5;ya fcf/iO *>M?S>>f 5 
Kffigtfi (*;Hf*^Att». 3.3 g) £0° C ICT^iDL^o atSS^iKttO 

^m^- v v v £ * o nm t ^ 0 h y * & * o »«t 

&«*U ^fcv 1 ; rt^ft^A (^nn*M:>^y-;v=7 : 3) l^J: 
[0 2 5 9] 

it&fy) 2 (lg, 1.98 mmol) t Boc-amino-oxyacetic acid (C a 1 b i o c h 
emttH> 0.9g)£ 5%^ ^-^^no-tW^Lfco 
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#02 0 0 2-3 7 8 7 3 3 : 102/ 

;V_3(3' -yxf;V7 ^;^n \d)V) #;V**vM ^ K&&&(2.0 g, 10.4 mmol) 

* o° c-cfln*^ Ifiti 2B#Kti#Lfco . ttffiJtfltfc-cttiWfc, 

«Bft^b V>AJi-e*a»t/io **l*:ff*L;fclk >"J*^*9A (^nn* 
;va : ^ *y-;v=9 : l) KTffiRU gfttt3 9 4%T£o 

[0 2 6 01 

4fc^%3 (0.5g) i-^nn^r/ (50ml) K0° C H^v»T#»U h'H 
;i/^-n^(10 ml)£TttLfco vt?££0 o CC5I^M!i^tfe*, h;VJi>(10m 

5e& NMR Mass HWCl «fc tyfTofco lH-NMR(500MHz, CDC 13) 6.456 

(s, 1H), 4.41 (s, 2H), 3.62-3.56 (m, 6H), 3.56-3.48 (m,4H), 3.46-3.41 (m 
, 2H), 2.214 (t, J = 6.94 Hz, 4H), 1.6-1.2 (m, 36H), 0.857 (tj = 7.25 H 
z, 3H); 13C-NMR (125MHz, CDC 13) 175.69, 157.90, 114.44, 77.633,77.441, 7 
2.465, 70.046, 70.011, 69.825, 69.212, 65.313, 65.233, 39.526,39.0312, 3 
6.334, 31.917, 29.644, 29.624, 29.608, 29.478, 29.338, 29.134,29.097, 29 
.076, 28.893, 28.873, 28.762, 28.375, 28.303, 25.744, 22.685, 19.199,19. 
156, 14.100; ESI-Mass (pos) [M+H]+ calc for C33H60N305 578.45, found 578 
.42.0 

[0 2 6 1] 

S^ttoStg*^Wi-^J3i® (7mg) t^v^3t'fM;v^77fy;V3 

V>(30mg) £l0ml OD*fl/A|:ijpfU IH^^'D' 3 * 
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3 0mmX3 0 5mmX4 0mm) 4*^bn- (#'J 7>n fcf fl. 
|6mm) (O^Z&tbKW*) 1 ®.*), h n-jMBo£ofc«* 1*3*11 £ 

AIM) f-^I^L/c#^Hl> ■e-ortH's'T'f *n^y >s> (l0 0/< 
1 ) *fflV^T±:|B»tS*^L-ro7ST (^^T4(i4 0-2 0 0 /. 1 ) 
L£f£, % l Am. t 7'y-f (8W, 100V) Sr 10 cm <9fttt£ tSSoltTT^Jt*^ 

[0 2 6 2] 

(^»J7 : i^y i ;^f«7 ,, ^-h^fflv^cmilvy i ;*o^^) 

]/-*r-z mm l t mmfrtfrir & 0 

[0 2 6 3] 

(WJ8 :«R7W) 
#8l@5&ffc 7WIU-5 *nrtM>fctti 

it-C^^^CaftfllgU^^-Cv^^iS^U DXfxV, PE. Isa-Vfry^ 
CA 125 Ittftl«^^7>?-b'f. M£§A£Hf\ 7 5 (4) : 7 0 

i-7 0 4, 1990. ) m^Mm^mm^-iJ-tvxum^^x^^mtz^ 

lf<t^fCAl 2 5* s ^tLTv^i:^©$tt^m#iS^*$l^i-*o 
(tifcfrfc*- h V y^*7A«:fflv^^il 0 0 0 0J^.h<Z>7>!i£7>TOiib 
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, CMPBSCTftl (t^W^iiiltl 0 0 0, 2 0 0, 4 0, 1 0 
, 1, 0. lng/^L, ^l^Lfo) % kK7y«tii^IU ± 

tz 0 u-ibK&M'&nmmm* 2 sr, ^x^-^>^-KTii$r H mffi 

Lfc&, l%BSA/0. 0 5%Twe e n 2 0— PB S (PBS— T) £ 1 B# 
T^i£b7^$|llT WKtfCCA 1 2 5^/ ^n^--;v*jL#:^^Tt> ^ X^* 
PBS— T-C3ia?Jfe^U PBS"C'J %t>fitzWfcT 

^m^mmm^^m^x^^L, pBst'j>«i^, rw^ 

^fefi«j¥fet±> r^^-^n — n^^- $f2SM^ — ^TJVJ H2)S> Sambrook, Frit 
schiSi^'Maniatis^old SpringHarbor Laboratory, 1989) > itzit 
^OftffT'n b n;l/J % 1-3^ F M AsubeU R Brents <tt>*R E Kingston*!, Jo 
hn Wileyttiffiu 1998»=IBIROtt*0^l=fl6d £ fctf-Ci *o 
[0 2 6 4] 

g U«3»H# KIBft $ fix v> & o fc •€■ o rt^^^ffll* K*J"f 
[0 2 6 5] 

ttz, mm®* k a*-*- * mm. * — *7G«fe tLt¥tw-t k 

^S&WfcJ: J)M^^tt^HfIM*£^ , ;^- : Sr, in vivo****?*: 
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[mil 

[12 2] 

flHRfc Ffi^i^n^V >OMALDI-T0F K «fc & «*^#f o 
[0 3] 

MALDI-TOF MSfcSas«[#^n^ h^7 7>f-i:OJk«o 
[@4] ^ ^^»*C«*$*Lfe*ilO|MI»IB^y 

[05] hftfcJ:S«M^4Mitt^e^H»o 

[H6] / 'Ov^^rf-^i'^'J Vtf^JSl.x^r — A 0 

[0 7] $t$I*f V -7 - iz X & * * y + T > K V 'J - * ScOfll^o 

[H8] t/t^Ot^I0^fKo 

[H9] 2|s:|&WO!fe«0«S:W«^o 

[H10] lbM&& tKDWT^y ^*#^^-a-E^5&o 
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[EI 2] 





300: 




250i 








200^ 




150H 


n|r 




023 




100^ 




50^ 



0-^ 



6 7 



aJUL_ 



0 5 10 15 20 25 30 35 40 45 50 55 60 
ittfc&Fifl (#) 
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[136] 





mmmm 


(%) 


i ; 


GN]3 1,2-Ma 1,6 F a 1,6 

M0 1,4-GN 1,4-GN 

GNtf 1,2-Ma 1,3 


19 


2 


Gtf 1,3-GN £ 1,2-M a 1,6 Fa 1,6 

M d 1,4-GN j3 1,4-GN 

GN 3 1,2-M a 1,3 


22 


3 


GN 0 1,2-M a 1,6 Fa 1,6 

M3 1,4-GN J3 1,4-GN 

G/i 1,3-GN j3 1,2-M a 1,3 


15 


4 


Gfl 1.3-GN0 1,2-Ma 1,6- Fa 1,6 

Mj3 1,4-GN J3 1,4-GN 

Gtf 1,3-GN H 1,2-M a 1,3 


28 


5 


GNU 1,2-Ma 1,6 Fa 1,6 

GNU 1.4-M0 1,4-GN /3 1,4-GN 
GN 1,2-M a 1,3 


4 


6 


Gtf 1,3-GN H 1,2-M a 1,6 Fa 1,6 

GN ii l,4-M/3 1.4-GN0 1,4-GN 
GN li 1,2-Ma 1,3 

GN l,2 Ma 1,6 Fa 1,6 

GNJ6 1,4-M0 1,4-GN/J 1,4-GN 
G 0 1,3-GN 3 1,2-M a 1,3. 


i 

l 


7 


GO 1,3-GN /3 1,2-Ma 1,6 ¥ a 1,6 

GNU 1,4-MU 1,4-GN 0 1,4-GN 
Gtf 1,3-GN & 1,2-Ma 1,3 


5 j 
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[1219] 



H,N— O- 



J L 




H 2 N— O 1| 



«• 



HM^-O 1| ^ 

(R = CH 3 . CH3-CH2- £ if) || N-C ^ 

H2N — N-^^X ||— O-jj'^Ss 



O O 



H 2 N— N^^f^ 1| 

S 



-R 
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[mi o] 



H,N 



80 



NH 



4 
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^^RfcT^SL^a^MTFtN $gJtt$-£*X*l; b) »«« 
[99*19] * t 
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WW*)***] 

[MIA] 

[WBO#*] 

[*»*Aft3A] 

[#i®±] 

[ft*X»±*»] 

[^tt^«a»] 

[Mtf£*(] 
Utttifcfl^Bft] 
[«.»SH£«M-] 
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